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Period for Reply 



A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
WHICHEVER IS LONGER, FROM THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 133). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
eamed patent term adjustment. See 37 CFR 1 .704(b). 

Status 

1 )^ Responsive to communication(s) filed on 29 July 2009 . 
2a )□ This action is FINAL. 2b)|3 This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^ Clalm(s) 1.28.55.108-110.115-119.124-134 and 136-139 is/are pending in the application. 

4a) Of the above claim(s) 108-110.115-119.124-134 and 136-139 is/are withdrawn from consideration. 

5) \Z\ Claim(s) is/are allowed. 

6) |EI Claim(s) 1.28 and 55 is/are rejected. 
/)□ Claim(s) is/are objected to. 

8) 0 Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) 0 The specification is objected to by the Examiner. 

10) ^ The drawing(s) filed on 23 December 2004 is/are: a)^ accepted or b)^ objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 

1 1) 0 The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12) 0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)n All b)n Some * c)^ None of: 

1 .□ Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 

Election/Restrictions 

Applicant's election without traverse of Group I, claims 1 , 28 and 55, in the reply 
filed on 7/29/2009 Is acknowledged. 

Claims 108-110, 115-119, 124-134 and 136-139 are withdrawn from further 
consideration pursuant to 37 CFR 1 .142(b) as being drawn to a nonelected invention, 
there being no allowable generic or linking claim. 

The restriction requirement is hereby made FINAL. 

Claim Rejections - 35 USC §112- Written Description 

The following is a quotation of the first paragraph of 35 U.S.C. 1 1 2: 

The specification sliall contain a written description of tiie invention, and of tlie manner and process of 
malting and using it, in sucli full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1, 28, and 55 are rejected under 35 U.S.C. 112, first paragraph, as failing 
to comply with the written description requirement. The claim(s) contains subject matter 
which was not described in the specification in such a way as to reasonably convey to 
one skilled In the relevant art that the inventor(s), at the time the application was filed, 
had possession of the claimed invention. 

The description requirement of the patent statute requires a description of an 
invention, not an indication of a result that one might achieve if one made that invention. 
See, e.g.. In re Wilder . 22 USPQ 369, 372-3 (Fed. Cir. 1984). (Holding that a claim was 



Application/Control Number: 10/519,329 Page 3 

Art Unit: 1612 

not adequately described because the specification did 'little more than outline goals 

appellants hope the claimed invention achieves and the problems the invention will 

hopefully ameliorate.') 

Mere indistinct terms (such as conjugate of hyaluronic acid and a linking 

molecule that is "a substrate of transglutaminase" used herein), however, may not 

suffice to meet the written description requirement. This is particularly true when a 

compound is claimed in purely functional terms. See Univ. of Rochester v. G.D. Searle . 

69 USPQ2d 1886 (CAFC 2004) at 1892, stating: 

The appearance of mere indistinct words in a specification or a claim, even an original 
claim, does not necessarily satisfy that requirement. A description of an anti-inflammatory 
steroid, i.e., a steroid (a generic structural term) described even in terms of its functioning 
of lessening inflammation of tissues fails to distinguish any steroid from others having the 
same activity or function. A description of what a material does, rather than of what it is, 
usually does not suffice.... The disclosure must allow one skilled in the art to visualize or 
recognize the identity of the subject matter purportedly described. (Emphasis added). 

Conversely, a description of a chemical genus will usually comprise a recitation 
of structural features common to the members of the genus, which features constitute a 
substantial portion of the genus. See Univ. of Calf. V. Eli Lillv . 43 USPQ 2d 1398, 1406 
(Fed. Cir. 1 997). This is analogous to enablement of a genus under Section 1 1 2, ^ 1 , by 
showing the enablement of a representative number of species within the genus. 

A chemical genus can be adequately described if the disclosure presents a 
sufficient number of representative species that encompass the genus. If the genus has 
substantial variance, the disclosure must describe a sufficient number of species to 
reflect the variation within that genus. See MPEP 2163. The MPEP lists factors that can 
be used to determine if sufficient evidence of possession has been furnished in the 
disclosure of the Application. These include the level of skill and knowledge in the art. 
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partial structure, physical and/or chemical properties, functional charactenstics alone or 
coupled with a known or disclosed correlation between structure and function, and the 
method of making the claimed invention. Disclosure of any combination ofsucli 
identifying ctiaracteristics that distinguish the claimed invention from other materials and 
would lead one of skill in the art to the conclusion that the applicant was in possession 
of the claimed species is sufficient. MPEP 2163. 

Here, the specification does not provide a reasonably representative disclosure 
of useful conjugate of hyaluronic acids and linking molecules which are substrates of 
transglutaminase generally, potentially huge genus inclusive of many different 
compounds having widely divergent structures and functions. Specifically, the 
specification discloses only a limited number of species at page 3, lines 26-31 , and 
these are not viewed as being reasonably representative of the genus in its claimed 
scope because no readily apparent combination of identifying characteristics is 
provided, other than the disclosure of those specific species as examples of the claimed 
genus. 

Claim Rejections - 35 U.S.C. § 112 - 2"" Paragraph - Indefinite 
The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification sliall conclude witli one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claim 1 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 
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The phrase "wherein the free hyaluronic acid and the conjugate are present in a 
molar ratio of at least 2" is indefinite. The claim indicates a ratio of 2, but fails to indicate 
whether the amount of free hyaluronic acid or amount of the conjugate belongs in the 
numerator and which belongs in the denominator of the fraction. In light with the instant 
specification (T| 79), the ratio will be interpreted as the amount of free hyaluronic acid to 
the amount of conjugated hyaluronic acid. 



Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless- 

(b) the invention was patented or described in a printed publication in this or a foreign country or 
in public use or on sale in this country, more than one year prior to the date of application for 
patent in the United States. 

Claims 28 and 55 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Asayama (Synthesis of Novel Polyampholyte Comb Type Copolymers Consisting of a 
Poly(L-lysine) Backbone and Hyaluronic Acid Side Chains for a DMA carrier, 
Bioconjugate Chem. Vol. 9, pp. 476-481, 1998 - See IDS dated 12/10/2007). 

Asayma teaches that hyaluronic acid was covalently coupled with poly-L-lysine 
(p.477, 1^'TI)- The molecule was then placed in aqueous solution for measurement 
(p.477, section titled turbidity measurement). 

Note, Applicants admit at pg 3 lines 26-31 of the instant specification that poly-L- 
lysine is a substrate of transglutaminase. 
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Claim Rejections - 35 U.S.C. § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 

obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as 
set forth in section 102 of this title, if the differences between the subject matter sought to be patented 
and the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 

the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 

the various claims was commonly owned at the time any inventions covered therein 

were made absent any evidence to the contrary. Applicant is advised of the obligation 

under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 

not commonly owned at the time a later invention was made in order for the examiner 

to consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or 

(g) prior art under 35 U.S.C. 103(a). 

Claims 28 and 55 are rejected under 35 U.S.C. 103(a) as being unpatentable 

over Green (U.S. 6,267,957). 

Green teaches attaching a coupling agents as an active agent which substrate is 

a substrate to transglutaminase (Col. 2, Lines 47-62). Among the preferred disclosed 

coupling agents is polylysine (Id). Hyaluronic acid is disclosed as an active agent used 

to mechanically heal wounds (Col. 13, Lines 12-17). The conjugate may be applied to 

the surface of the eye (Col. 7, Lines 23-27). 
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Green does not teach a conjugate of hyaluronic acid and a linking molecule that 
is a substrate of transglutaminase as a disclosed preferred embodiment. 

It would have been obvious to one of ordinary skill in the art to select hyaluronic 
acid from within the prior art disclosure, useful for mechanically healing wounds of the 
eye. 

Claim 1 is rejected under 35 U.S.C. 103(a) as being unpatentable over Green 
(U.S. 6,267,957) in view of Cantoro (U.S. 5,770,628) 

Green is discussed above, but does not to teach the presence of free hyaluronic 
acid at a molar ratio of free hyaluronic acid to conjugated hyaluronic acid of at least 2:1 . 

Cantoro teaches an ophthalmic formulation comprising 0.05% to 2% free 
hyaluronic acid where the formulation is for use as artificial tears (Claim 15). The 
hyaluronic acid is added as a viscosity thickener (Id). 

Cantoro does not teach the addition of a conjugate of hyaluronic acid and a 
linking molecule. 

It would have been obvious to one of ordinary skill in the art when making an 
ophthalmic solution to administer the conjugated hyaluronic acid and linking molecule to 
include free hyaluronic acid as a thickening agent to increase exposure time of the 
conjugate to the substrate, resulting in increase substrate binding. Further, it would be a 
matter of routine optimization to find the proper thicken/active ratio, given the desire to 
maximize the bonding of the substrate. 

Conclusion 
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All claims are rejected. 

Any inquiry concerning tliis communication or earlier communications from tine 
examiner should be directed to ADAM MILLIGAN whose telephone number is (571)270- 
7674. The examiner can normally be reached on M-F 9:00-5:00 EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Fred Krass can be reached on (571)272-0580. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Frederick Krass/ /ADAM MILLIGAN/ 

Supervisory Patent Examiner, Art Unit 1612 Examiner, Art Unit 1612 



